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The data for both the main and supplemental figures has been uploaded to www.Figshare.com. The links to given in the data availability section of the manuscript.

5 mice per group in the Sars-CoV study, 6 mice per group is Sars-CoV-2 mouse study. Rat PK studies were n=2-3 per group, Dog PK studies
were n=2 per group, Non-human primate studies were n=2 per group. GLP toxicity studies were 15 Sprague-Dawley rats per sex. Non-GLP
studies were 3 rats per group.

No data was excluded

in vitro data was replicated 3-13 times as described in figure 2.

Combination efficacy was replicated 3 times

Thermal shift was replicated 10 times as described in the paper.

Mice in efficacy studies were randomly assigned to a treatment group. Rats in toxicity and PK studies were randomly assigned to treatment
groups. Dogs and Monkeys in PK studies were randomly assigned to treatment groups

Investigators (data collection and analysis) were blinded to compound identity.

Rabbit polyclonal SARS Nucleocapsid Protein Antibody [NB100-56576] (Novus Biologicals, Centennial, CO), 1:400. The combo in vitro
studies were polyclonal patient sera from 2 recovered patients. The Goat anti-Human IgG (H+L) Cross-Adsorbed Secondary Antibody,
Alexa Fluor 488 was purchased from Invitrogen (cat # A-11013).

The rabbit polyclonal SARS antibody and the Goat anti-Human IgG antibody used are commercially available have been validated by
the manufacturer. The polyclonal patient sera antibodies were validated and used for compound screening as published in: Garcia, G.
et al. Antiviral drug screen identifies DNA-damage response inhibitor as potent blocker of SARS-CoV-2 replication. Cell Rep. 35,
(2021). Human polyclonal sera from COVID-19 patients were screened for uninfected cell staining and other off target staining. It was
confirmed that the sera specifically stained SARS-CoV-2 infected cells.




